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(54) CATECHOLPROPIONIC ACID DERIVATIVE AND NUCLEAR RECEPTOR AGONIST CONTAINING 
THE SAME AS ACTIVE INGREDIENT 

(57)Abstract: 

PROBLEM TO BE SOLVED: To obtain a prophylactic or therapeutic agent 
for various kinds of diseases, e.g. diabetes mellitus, hyperlipidemia, 
arteriosclerosis, etc., by activating peroxisome proliferator-activated receptor 
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* (PPAR)-a or -y which is a nuclear transcription factor and relates to the diseases. 
SOLUTION: A medicine containing a benzothiophene derivative represented by the general formula (1) as an active 
ingredient is used. Since the compound powerfully operates the PPAR-a or -y which is the nuclear transcription factor 
and has low toxicity, the compound is expected in effectiveness as the prophylactic or therapeutic agent for the various 
kinds of diseases relating to the PPAR-a or -y. 



LEGAL STATUS 

[Date of request for examination] 28.05.2004 

[Date of sending the examiner's decision of rejection] 

[Kind of final disposal of application other than the 
examiner's decision of rejection or application converted 
registration] 

[Date of final disposal for application] 
[Patent number] 
[Date of registration] 

[Number of appeal against examiner's decision of rejection] 
[Date of requesting appeal against examiner's decision of 
rejection] 

[Date of extinction of right] 

Copyright (C); 1998,2003 Japan Patent Office 



http://wwl9.ipdl.jpo.go.jp/PAl/result/detail/main/wAAAiKaqfOD 



8/23/2004 



<19)0*BMMW (JP) 02) ^ 1 Hlf ^ 1 (A) (lDWWUWMMW 

#^2001-261612 
(P2001-261612A) 

(43)&ffiB ¥^13^ 9 ^26B(2001.9.26) 



(SDIntQ. 7 
C0 7C 59/13 
A6 1K 31/192 
31/195 
31/216 
31/275 



F I 

CO 7C 
A6 IK 



59/13 
31/192 
31/195 
31/216 
31/275 



4C0 5 6 
4C0 8 6 
4C2 0 6 
4H0 0 6 

ol (£ 2i jo mm\zm< 





#S2000-7922(X P2000- 79220) 


(71)fflHA 


000005887 










(22)fflSB 


¥j£l2*p 3 n 22 0 (2000. 3. 22) 




ygjm^ ftEBKBtfHHTi 2 # 5 ^ 






(72)56M# 
























(72)58?&t 


SIS ft* 








































Aft* 








SCHICK < 



(54) [36^©*!*] ^xn-^^Dt^^ffiK^^i^n^^s^tLT^t-SSrtV-fe^-fm^ 

(57) 

(bS£f* (PPAR) aSfcttyfcSttfttfarirfcJ: 

ifflt^m] Tis-js^: (i) ■c^^tus^^-/^*^ 



(1) 



R1 



-1- 



[1***1] (1) [flsi] 

Uti] " 



? (1) 



?■ 

R1 

Rltt^*»l~4 0(SiRT/^y>iS*fcttB 

kxk i - 4 ©fiaryua ^^*fctt«*ft i 

/^S, B&^Tfc&v^-yvg, ML 2], [flss], 
[ft4L [ft5L [ft6], [fc7]*fcttHfc8] 

Mb 2] 



R5 



X = 



R6 



[ft 3] 




R6 



Kb 4] 



x = w 




lib 5] 



X = 



[ft 6] 



X = 




[ft 7 J 



R6 



X = 



[ft 8] 



4©flBRT/u*^*, K*»l-4^fi»T^=^i/ 

[18*12] -«5S; (2) [ft9] 
[ft 9] 



R5 



R2| 



R6 




f 1 



at, 



o 

i 

CH, 



(2) 



KfR2, R3..R4, R5, R6ttf***lfc|^ 
ft. ) ■C*SJx5*^ = -^nb , *>'||RWflc*fc«t 

[5***3] H**l*fcl4 2lCfS®<0*7 i ='-yi.7'n 

■C&a^/w*^y/-Aia58flH4ftS«fl5 (PPAR) 

[1***4] f***l*fcf±2IC|5®0*7 i 3-/W7*o 

[f***5] S***i *fcl42lcfe®ro*r=-yW7'o 
[8***6] fg**l*fcf±2IC|3«CD*T3-/V'7'n 

[000 1] 

{bg£# (BTPPARifM") a^fcttvftttfb-rS 

r t \c x o r mmipm £vth-=s-s£&o^r* tzttms 



-2- 



y c»ttMi& «* 

[0 0 0 2] 

*\ »ff**4-C^ *« H 3 00 ^±Ogf^^ 
(»3 01) , »Nr£ttfttb, II, P2 5, 199 

[0003] miMoiHttfi, >r ^ * y • ft 

IdLTV^ (Diabetes Me 1 1 i t u s M 
etabol ism, Vol. 36, Supp 1. 1, 
P 2 2, 1 9 8 7) . ^tLb<DM$ibLX, «ftK«r& 

><fe#§! (IS) ksOxVl/ftmftW (21!) <D2o 

**»©j*Hfcwu y* y y&Si&<b-r y* y 
[0004] ^^yy^Wi^LT^ -fv*y 

^7 (SU) (Or a 1 Hypoglycemic 

Agents, N. Engl. J. Meg. , Vo 
1. 32 1, P1231, 198 9) *s«j£<ttffl$tl 

755, m**liJf^fflTfc5ffi;jli*Ofe»tt*s«>5fc» (D 
iabetic Med. , 1988, 5, 315 

ft, IEiS»<DS&* (Curr. Opin. Nephro 
1. Hypertens. , Vol. 1, P291, 1 

992) -ft«»*onuit>4ruTv^. 

[0 0 0 5] ^V*y^»ttttK:#l/CW:, fiJLffifJ: 9 7 



#T ft *o fc t> V "***tfWlJI -T > >^ fr 5 1 S 
fi:L*^fc^}*AWfc!) (Diabetic M 
ed., 1988, 5, 315, Practice, V 
o 1 . 13, P 3 3 1 , 1996) B*W^ttttffl LiC 

[0 0 0 6] ^©*A*r«ft1-afc*K:, ifi^«ffcft-f 

y* y ^ffigittefe#|gt iTf7/y^t>tfe^ 

fcr*^y#^>«^SI^ ^HBS5 5-2 2 6 3 6 
£fflBg6 0-5 1 1 8 9#4*«L ~ 1 

5 7 5 2 2^i§) , *1t±SM>*T*S9*J>*J*> 

*JK*l£l*Mct>f V**D-*S-/i'm& : fti-Zit&m (w 

O 9 5/1 8 1 2 5) , 7*=;u^otr*y»Ri# 

(WO 9 3/2 1 166, WO 96/04260, 
¥1 1 - 1 5 8 1 4 4 , (ftH 

¥9-3 2 39 82) s ^ (^^ 8 -3 
2 5 2 6 3) *tfH»**iooJba. l^t^nblSJ 

&£tt£j5r (Lancet. , Vol. 350, P17 
4 8, 1 9 9 7) 

[0007] *px.t^ y ygettto^miat u 

mm#*Xt*WRtotoWhE&*Xft*ti&'l:5 left 

o (Prostaglandins Leukotr 
iens Essent. Fatty Acid, Vo 
1. 53, P385, 1 9 9 5) 0 J:oT, j»*fi<>r 

[0 008]-*, PPARflt^^yiLtaft* 
^PPARa, PPAR0 (6) % PPARy?^ 
f)tlt^5 (Latruf fe N. and Vame 
cqj. , Biochimie, Vol. 79, P8 
1, 1 9 9 7) o PPARaffittm fi¥±tc!|g 

ttot^t Ifrii^j&fll^ftTV^:^ 

7>f>^U-h^) ttS3V^AS?>PPARa}Stt<t:fpfflSr 

(^7/'Jv?yM9J?) OjktfffiTftUBO-gBtt, P 

T^£ e w©±5KlPPARri±#rt^*5^-C«ft8tf* 
[0 0 0 9] ^^T, PPARa, PPARy*!:^ 



Ohtyfy Vol. 190, No. 10, P928, 1 
9 9 9) x §f*4^*^XAfc»<5<fffc4tt«*i||^ 

[0 0 10] ^©*5fcPPARaSfcttyJ£ttft*i 

[ooii] *r=i-^ntr^vift»»Sr^r-r 

Wta*»c fc ^ < O3ft»o«ft«l* *> 9 , * fc EM 

So -flifcLT, ^yyvMiat^H 
(nr>att) *5J:tf Ko*$/K-'< (ttSKJItt) 

<««*l^*tSjiiWfiTffffl*fcrtJBKlST^ffl. tf 
^^7 • *36tt8Mtffi, D I C«?<0*iULtt 

[0 0 12] 

[an#flML£ 9 #3BW<D86jStt, PP 

IggjftL^ KjflRffiftffi, #«ifc££gfo, Sfeicritttt 
11115 KftttRMft, «A, Tu 

ftffittrtRKA, m2H$*a§#, 

[0 0 13] 



LT«#Lfc*S*. *»Wt?*Lfc*«* 
f^^nft^iW^ SJM^PPARa*fctt 
yiSttftflUB, Sfcv^/Pa-^JIHMEJlfStt, Bv*« 
teTf^ffl * fc tt Jl v JHSTfM! * fc S i fc & JLffi 
Lfc 0 3&fcttrft&ft**to*, te^tt, ft»fc&PK 

36W*r3&3tLfc. 1"ftfc>*>, *»Wtt, [I]-*** 
(1) [ftl 0] 
[0 0 14] 

[ftio] 

? ^ (D 

[0 0 15] (5t*, Rltt«*«l-4©ffi«TA'* 
/vS*fcf±IB»SixTfcftv^*^/u»*r«U R2tt 

R*ftl^l0O7^;i/i, 7a:^/VS-eSgi 

s *ifc£*« i - 4 <ofi«T^^/pa* fcttuft $ 

4^)ii7;^M, tUftSnrfcA^'O^XSfc 
tt«*S*L-CfcAv^*=/u*«r«U XttjK**3- 
io<07;^;vS, ItSSixrfcfiv^ai^/uiK, [ft 

11], [ftl 2], [ft 13], [ft 14], [ft 15], [ft 
16]*fctt[ftl7] 

[0 0 16] 

[ft 1 1 1 



[0 0 17] 
[ftl 2] 



[0 0 18] 
[ftl 3] 




[0 0 19] 
[ftl 4] 



-4- 



X = 



R5 




[0 0 2 0] 
[ftl5] 



X = 



^^^^^^^ 



[0 0 2 1] 
Utl 6] 



Re 



X = 



[0 0 2 2 J 
Utl 7] 



0 QH 



X = 



R5. 



R6 




[0 0 2 3) -c*$ix5.«lftS^i-o fcrtfU 

g. JBHfci ^4©tt7^a*i/*^te/H, g& 
S*tTtav^7 3i=/vS, h y ^wtf-ay^/vg, by 

t> i v /w** w /vg£ fc tifiift $ *t-c t> A v > r ? y 

g£r^1- 0 ) ■C$$n5*7 1 3-;^n^>'88ift 
*fctt!ia*ttfcff*4h6l|[-CJb9, Sfc, [2]-« 
3* (2) [flsi 8] 
[0 0 2 4] 

[ft 1 SI- 



RS 



R2 I 




„R4 



(2) 



[0 0 2 5] R3> R4, R5, R 6 ftft 

Wff*fctt*a*tt^fF*S*iS*-e*)9, *fc[3] 

y-A*JiiSttftft*# (PPAR) a^fcfiv^ft^ 



■C*>9, [4][l]4fctt[2]fil|B«(0*7 l 3-/l/ 
"R?*'fc'tt»aa|-cy9 * '*fc, [ 5 ] 1 1 2 

[0 0 2 6] 

<i»h-«. 

[00 2 7] f»#*il^ Ltz, &m$k 1 - 4 (Di&m T>\> 

*r*m. yo^s, ^yy 

ntVvg*fctt:/^g*S:*U «K?«3-1 0 COT 
g, V^a^f/Ul, '{VttMk* tert^/Wg, 

J^/Vgs 3c^S, yn^/pg, ^y^ntVwg, > 
^n^nbWS, n^fvWg, -ry^/Wg. tert^ 
A"g^ ^V^A'g, n^v'/l'g, is$u^3ri/;V& s 

^Stfi, ^y^/i'g, 7i^/wxf/i/i x y 

-fn tVWg, ^zn^i^fvPgSfcfia y ^/VO' Vfr 

fctt 3 U KS»l-4©fijR7/V3^^ 

tf-yUg, ^ yyn^^rv'^^^g^fcllterty h 

Ai£^<a4£«iggig, $p)li|j:7y^r.r>^ hyy 
^7^yS, y^^Jg, 7;^^yfi§o^lfiia 

&mfz>zt&m%z>* figtt'g-ffigic^tLT 

ML ^^y^m, -en^»jt y <y~»S 
[0 0 2 8] £fc, *5«**r 

[0 0 2 9] £JlTtc*»W^*o^ft*J:ov^TKM 
1-6. terttfel] *38Wfl:^**fc«tB[fls^ft^rt<o 

mmwrnktez-m*, (5 a) (5b) -e^$ 



-5- 



Xlts [1]-Jtt* (3 a) ?7F£tiZ>*;\y#ym%mW 
fc— «*; (4) ^£ft5 2-^n^fvW#x^-/l^ 

»*2rik [2]*fcfi-«s: (3a) -e^Six5*^# 
>^»#£-jR5fc (6) T*stL**^3-/u(MKfr 

cor/^t K#*aara*ttT-cR«**, (7 

SSJSSrJiifr (5 a) ^StiSfiftM*^ 



(3-) 



(4) 



jRA (3 b) T*S*bfi*^#vaBK»fcfc-jtt3S 
(6) t*JH5*f=-/i/R|ft:orATt K#&tt 

(8) •C^$H5 ;: FIS?D^*'r3-/V7*n f^-y^^ 

-jRS; (5b) -?7F£tiZ > muW1]v-=*-A'7v\fir^ 

SrSJC^; (l) ~ (3) [{kl9]J^i- 0 
[0 0 3 0] 

Kbi 9] 



SIC* (1) 



(5.) 



(3.) 



n 
(6) 



C5«) 



(7a) 



R«* (2) 



A- ♦ 

So 




(3b) 



in 

<6> 



(8) 



(3) 



i 

81 

(5b) 

[0 0 3 1] (SfRl, R2, R3*5,fcttR4fMlrK 

ti]EJE5t (i) tvim-tz. aa»K-c*>&-jRas 

(3 a) , (3 b) , (4) *5j;Ut (6) ft ft 

fig-ejtg-CfcS (-«« (3a) , (3b) 
ftlCHLTtt, J. Med. Chem, Vol. 39, 
P4 7 8 3, 1 9 9 6mzmmL1tjjmc£<oX&f&*I 
mVhZ) o (5 a) £^£1" 

y »>A§(D7;^ y £fcttT/v# y ±^JS, 7k 



h\ *Kfk+ h y ^ a x TKKik* y 

n-7-*V7 f ir>' (EJLTDBU&ft-r) ^(D^rffiffi 
y^^A^y^D^/wr^ K (OTLDA^^ 
1") , !i f A>f y/D p^^V/W7 ; K (£A 

TL I CAtlM") *fct*y^£A^*lM^7U;^7 
i*H (OTLiHMDS^^t) *<©Tvw*y£«lT$ 



-6- 



(«TTHFtW1-) , ^>W;vAr^ K 
/w**$/K mTDMSO^t) , ^on^y, 

^-c££ 0 sitStt, - l oo'C-SfflEoft^tsffl-epr 
tt-e*>*#* #* l< »- 1 o ot-sa^ttffl-e* 

So 

[0 0 3 2] [2]EJt£St (2) *RWi-5. (7 
a) *^*1-«fc»lcttffl^ffi4***J±0W«tK:tt1* 
IdfHRttftV^ ifcfc^LfcHttS; (5 a) <Oit&®<D 

tt, - i o onc-»«to»jfto«BT?RTIB-c*>«d^ » 
* l< i*- 1 o O'fc-^OS&ffl-CfcSo 

[00 3 3] hb« (7a) ©{b£*o*i*iioaKc# 

Sl^oh^ h!)7/^nS^ Fy7^*P^# 
&S 0 :«OT-e#5Mi L-Ctt, tt£MIRfi 

So stems W:, -2 O^Sat^^Ofiffl-CiaBW 

■a-e*s. **#HftT*«**s^&M*K, 

y-y^/D^M TH F, DM 

[oo3 4] -^mmmzM^tz%\zM%-t^mt 

V>T^ n y Wbft * fcttHftfcfl^ 6il6* 

*7VWN.fc3H,\fc«fc, 3fcfcM«bfcJ:5***#H« 



[0 0 3 5] [3]SteSi (3) ^a^-T6o -IRA 
(8) o^lc«ffl^ffi&4KfeJ:t/»c«FJc»J|fiWtft 
LTtt&JR^- h V V Aifctt&JR* y £A 

quo?** y *fcttr/u* y ±s&«, **«:■*- h y * 

A*^tt**{b* y **«<D**{b77V# y *fcttr/u 

#y±£&jg, ^hy h*$"h\ ^hy^^^h 
*imw-m>**. *BMb#y*A* 

DBU«0>«Ktt& LDA, LICASfcttLiHM 
D S ^(OTjVjj y MT ^ K{b«4M»#ftflm*T?*> 

8x h y ^A'rf-nliafcfejitfb y r^i^n* 

ME. trys^, nixf^r^y, thf, dmf, ^ 

cx^vioc— tvK DM SO, 5?*np^^ ^na* 

6c Rtett, -2 0 < t~^C0^^©ffl-C^llT*fo 
6 0 

[0 0 3 6] -/ftA (8) ^^ttfiitt^SrfiSJ+6*ffi 
£ LT(i s 5felC«^Lfc**#HftT#«**asaiPA« 

a— A\ W7L\i*9S— Ar^ltn*.* S^A^fW?* h 

>imm * ^* * a * ji i * * ^ t -e t> njft ptib t? 
fc<9> »*^<-»a: (5b) *»6rt*s-et6. w 

lPMrc*>6. te/ft&2]lK*mfHI:4ft (5a) * 
fell (5b) ^6»*35l*fctt«l**2B«Ofb** 
^o**tt, [l]^>-^SSrtt«afl:i-6r4:»cJ;o 
r»JS*r6iSf!i07 3 i/— [2]o^T, »JS 

^KteS^-^/UK'&S:**"*- 6 r t lUot^ 
^"Cfe6 0 «x.tf, (4) *sj:tf (4 4 ) 

Mb 2 o]fci^1\ 

[0 0 3 7) 
[flS2 0] 



-7- 



(5eSfctt5b) 




[0 0 3 8] (SMI R2R^4*5j:OfXttfitrE4 

Sr^-fo ) 

[i] sisa (4) srRm-s. aK*Wff-e*>*{b^ 

« (5a) (5b) ^$tV^^V^S^j»«7K 

*Wni«fcJ:o"CK««U yx.s-si-mmft (9) Sr 
ffiftlc»lc*JI8tt*Sv^ -2 ot-SMt^^-clllS 
Kfctt*fcMBHifc^#*, y * y -A'tfctta^y — 

;^o/d h Hfigie. tr y ^ }> y xf;vr 5 >\ 

THF, DMF, itx-^/Uzc—' r/K DM SO, i/2 P 
o^^y, ^ppsJvi'AifcJit/h/i'^^^T'n 

a^jtte*sv^r, nM^rtB-cfc-s. #b*vfc7*y-/i/ 

(9) £T!\sZ2—;V (10) i^SS^iaot, ^ 

-T/v-g^^^-friW^-r^-*^: (i) vmzti 
ry^^yfi^if/K ry^/^ys^ V7* 

*V*#, THF, DMF, $*£?7lo:— tvK DM S 

[2 IRfcS; (4 ') $ria^i-^o 7*y-/u«8W* 
(9) Kifctt^^vK^^^R** (1 

Bttt-rs-jess (i) "cssftsft^ftSrwa^t^ 




RJtS (4) 

0) 




y !> y ?a*o7^ y -sitter y 

**ftr^* y ifcttryw* y ±ji&jl h y * ^y 

th^Axh^>K4fc^y^At e r 

A^^isss, fy^v, DBu«0**tts, ld 

A. L I C AifcttL i HMD S«07;V* D A«7$ 

filRttft^tf*. y # / y -/l^(£>7>n 
hvtt*iK» hy^/UT^^ THF, D 

MF, SJai^/lo:— -r^K DM SO, ^nn^y, 

[0 0 3 9] *Jg«©HRa (l)'*fctt (2) 

(1) 3- (3-^/^-4-^^>7x 

-2- (4-^7y7i;^) -2-y^/w^ 

(2) 2-^h^i/-3- [4-y h*V-3- (4 
-hy7^P^f/V7xs:;V) ^f;^^7i^ 

(3) 2-^^-3- [4-y h*^-3- (4 
-hy7/^P^f^7x^U) ^f/^i/7x = 

(4) 2-^h^rv— 3- [4-y h**>-3- (4 
-Fy7/^P^f/V7ji/U) ^f/^i/7i^ 
/w] -2-3if-/^o/^vS 

(5) 2 3r~>/W-*v'-3 - [4-y h*^-3 



-8- 



(6) -. 2- (4-^7;7x/^» -3- [4-y 
h*^-3- (4- hy7;^o^f;U7x-/i/) 

(7) 2- (4 — fV7 P n^7x;^» -3- 
[4-;*h*S/-3- (4«M7/VtB>f;W7ir: 

(8) 2- (4-^7; 7;c/*$/) -3- [4-^ 
3 - (4 - h ]) 7;^n^f;U7x^) 

(9) 3- [3- (3-^no7x^) * ?vM-* 
v/-4-^ h^f ~/^] -2-3i F^^paVS? 

(10) 3- [3- (3-t Kn^>7x^) ^ 
A2Mr^-4 h*S/7a::s:/U] - 2 - 3i h * 7" n 

(11) 3- [3- (3-31^7^^) ^fvU* 
=^>-4-> h^v^m-,*/] - 2 -3i h^rV/p^y 
6S 

(12) 3- [3- (3-xh^>7x^;H > ^/U 
t^i/-4-y h^r^7x^] -2-a:l**$/^"n/< 

(13) 3- [3- (2-^;^i/7x^) 

(14) 3 - [3- (2 h^rv^A^-A^^ 
/V) y ^/W^-^ri/-4 h^ri/^^^/W] - 2 -3i h 

(15) 3- [3- (2-N-xf/u*A'/^/W7 
**7l';j-*5/-4 h^r^xXL/i/] -2- 

x. h^ri^n^ygg 

(16) 3- [3- (4- (4-y;K7x^) 7 
^—/W) ^f/^i/-4-^ h^rv^^xv!/] -2- 

h^r^p^yi 

(1 7) 2 -a: - [4-* 3 - 

(4-H^PP>fyV7x^) ^fTl'**^?*^ 

(18) 3- [3- (4-T^v f /7=c^i/U) 
t^'>-4-^h^>7xn;l/] - 2-3i h^v^n/* 

(19) 3- [3- (4 ~^f;V7^7x^) 

(20) 2-^h^^>~3- [4 h^>-3- 
(4-7ai/^i/7^^/W) y ^/V^i/y^.^/V'] 7 

(2 1) 2-^h^r>--3- [4-y 3 - 

(4-7xy+i/7x-yU) **5-!\>***yy^-)V\ ~f 
D^yg? 7x^/Ux7T/U 
(22) 2 -xh^ri/- 3 - [4 h*^-3- 
(4-7 3i/^r^7^xi/W) ^^y^^rv-^^^/U] :/ 



(23) 2-3i }>^i/_3_ [4-^y7 P P^->- 

3- (4-^xy^f^^zn^/U) ^^/U^-^r^7oi^ 
,U] 7 P P^>8 

(2 4) 3- [4 h^ri/- 3 - .(4-h!)^PP 
^f/^i/7x^] - 2 -3i 

'^P/^8 

(2 5) 3- [3- (2-N- ^ 
-2-^A-) - 2 - N - ^ ^tV7 % J mfv^^v) - 
4 - > -2-3i h^i/^n/^Vg^ 

(26) 3- [3- (2-N- 

/U- 2 — f/W) - 2-N-^^T^ 

(2 7) 3- [3- (2-N- (-O^^^-zU 
-2 — CA-) - 2 - N-^^/UT ^ /3if-yW^^>» - 
4 -> h^rv'^^n^] -2- (4->ry7 p nt:Vl-^a: 

(2 8) 3- [3- (2-N- (-OV^^-V-^ 

4- yF^>7x^] -2- (4->fy7'PK B /U7x 

-2-^f/^P/^S 

(2 9) 3- [3- (2-N- (^y^/t^t/-^ 
-2-4 )V) - 2 - N - y *vi^T * / ^)Vir^y) - 
4 ->* h*t/7 3:s/U] -2- (4Wy/nt>7i 
y *i/) - 2 - ^ f-/W^n^>» 

(3 0) 3- [3- (2-N- 
-2 — (/Is) -2-N-y^T^ yxf^i/) - 
4-^F^>7x^] -2- (4->7/7x/^ 

f> - 2-y^/w:7*n/^ge 

(31) 3 - [3- (3 - (4-T-fe^U-3-fc K 
n^>-2-/n^7x/^» 7 p p^V) -4- 
y b^rv^^-AO -2-xh^^7 P p/NV|? 

(32) 3- [3- (3- (4-Ti?fvU-3-fc K 
p4i/-2-7*p hf/U^x/^) :/d -4- 

(3 3) 3- [3- (3- (4-T-fe^U-3-t K 
**r*/-2-'?u\?)Vy^;**s) -4- 
> h^rv'7xx/l/] - 2-7x/^rV7 p P^yS 

(34) 3- [3- (3- (4-7tf/^3-t K 
n^>-2-/o^7xy^>) T'n^^rv/) -4- 
y -2- (4-^777x;^» :/ 

(35) 3- [3- (3- (4-Ti?5vU-3-fc K 
v*r*/-2--fu \*)V7*l :/n#3f>» -4- 
y h^->^^3iyU] -2- (4-^7;7x/^) - 
2-y^/W^P^^ 

(3 6) 2-31 h^i/-3- [4 -> b^iy-3- 
(2- (5-y^W-2-7^xi/i,^^f-/- / u_4- 

-Y,u) 3ih^fiy) 7x^] ^p^yg 
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(3 7) 2 3- [4-> h 
*i/-3- (2- (5~^^/W-2 
—yW-4->fyU) ^h^i/) 7x~yW] -/u/<^ 

(38) 2-3ih^r^-3- [4->T 

3- (2- (5-y^/U-2-7^ ^^-^rf- 

(39) 3- [4-^ h^>-3- (2- (5-y?- 
yu- 2 - 7 :n ~jv3r^*rV-J\s- 4-^/1*0 ^b*is) 

(40) 2- (4-v'T;7x;^) -3- [4- 
*h*^-3- (2- ( 5 - ?VU- 2 - 7 * n/U^-^f 
iJ-iA- yW-4 -'f yU) ^f^) 7x^/V] - 2 
yVr/D/^gfc 

(4 1) 2- (4— f yyn^/V^^/^i/) -3- 
[4-y f^r>--3- (2- (5-^^/1— 2 -7^^ 

(42) 3- [3- (2 -N-^o-y-f^r ^ y 

(43) 3- [3- (2-N- (4-7u*^yj 
/I/) y^yi^*^) - 4 -y h * :n xvP] - 
2-zn h^^^n/^^ 

(44) 2 -a: h^i/- 3 - [3- (2-N- (4 - 

-4 -y h^r^/7x^] 

(45) 2-^*^-3- [3- (2-N- (3- 
yfvWOWyW) 7?yxf/^dr^) -4 -y 

(46) 2-^h^>-3- [3- (2-N- (2- 
^ y^xj^->-<>y-{ M T ^ S ^JV^^is) -4 
-y h^f v^^c^yl/) /n/^gf 

(46) 2 -re ^v--3- [3- (2-N- (5, 

(47) 2-^b*>'-3- [3- (N- (4-by 

^ry7x^] ^d^^^K 

(48) 2 -:r. h*i/-3 - [3- (N- (4-MJ 

^r^7o:^yU] -2-^f;V7 P D/^e 

(4 9) 3- [3->'^n^^yU^-^f'>-4-y h 
^rv^^-yi/) -2- ( 4 V /a ^ J * i/) 

(50) 3- [3-^o^;^>-4-^ 
^r->7a:^yW] - 2 -x h^r^- 2 - ^ f 



a&#j*o#ap»ituT«ffisix*. »**y 

r»^B, ASM, PSR#J, ##*!k H**!L 
[0 0 4 0] &.mit LTHt* *?$g{t; • *«{fcUi** 

»tt7k*«, *>SV^r*HCO-6 O^OJILBISttftjHt 
[0 0 4 1 ] 

immm] BIT, *»WftWfc«*iJ:tfl«fllK:J:or 

[HKWI1] 2-3ihdrV-3- [4-y h^-3 
- (4 - h ]) y/^u^^j^y^^/u) ff-jvtti/y 
:n=yl/| ^o;<y|©*i : m^{t&®2 [it 2 3] 

[RJfcl] 2-xF^-3-tKn^>-3- [4 

-y h=^>- 3 - (4 - h ]) y/^ti/ ^)\>y=.~)\,) 

& [ft 2 1] 
[0 0 4 2] 
[ft2l] 




1 



[0 0 4 3 1 [ w y^p u^i/,vr^> (6 3 

Omg, 6. 2mol) $r TH F (20ml) tc**| 
U -7 0ti:tl. 52M-n^ywy^^A 

(4. 0ml, 6. lmmol) tMfcl 
tc, EJSRfcOtSTJMftU 2 0^KS:^Ufc o HU 1 
7 Oti-CftSlU THF (10ml) \Z» 
ft?Lyt^h^r^RK i^y^n^'ryu (0. 69g, 
5. 2mmo \ ) tmTLfto fcfcm*-7 0 

^O^^-C, 2«fM«#Lfc«^, THF (10ml) 

\zmMLit4-* h^ri/-3- (4- h'J yyu^-uy^- 
yix^^^yu) y ^yu^-^ri/^O-XTyi-r t K (1. 6 1 
g, 5. 2mmol) *r#o < 0 i«TLfc. KJS»& 
^cO*^(D^gt l 2. 5«fH«#bfc«iC, 0^*^ 
fit, ^fP«ftr>^^^A7KS?S (10 0ml) SriD 

^fco doomi) vBmt^^mm 

&&ft<otc 0 ±J&®*i/V*?/\'*yJ>>*whr7y 
4- (YMCtiJijC-2 0 Offi^S, 100g, SBx 



-ICh 



7fr:^*7>=l : 4-1 : 1) "CttKU $cM<D% 

mt^m (i. 3o g , 5 6%) srifiaw^oy^t 
ur»fc. " 

X H-N. M. R. (CDC1 3 , 90MHz) 6 =7. 72-7. 46 (m, 4H) , 7. 07- 
6.79(m, 3H), 5.19(bs, 2H), 4. 98-4. 67 (m, 1H), 4.22" 
3.75(m, 4H), 4.22-3. 18(m, 1H), 3.88(s, 3H), 2. 96an 
d2.87(2d, 1H, J=4. 2and4. 9Hz) , 1. 18andl. 15(2t, 3H, 
each J=7.0Hz), 1.00(t, 3H, J=7. 3Hz) 

[0 0 4 4] [RJE2] 2-^h**>-3- [4-^ 
(4-h!J7/utn^f/U7x^) /7 
j\s$~*i/7 zlX.jV] 7x2/<1/&x7jI>x*7jV<D&$. 

[ft2 2] 

[0 0 4 5] 

[ft 2 2] 




[00 4 6] RJfc 1 -CWfeixfcT^a— /W* ( 1 . 28 
g, 2. 9mmo 1) &mt*7l'> (3 0ml) Jd« 
«?U H)7/utnBK (7ml) *3 J: Xf h y i^yw> 
7^(2. 7ml, 17mmol) «^ M^T2 
«fM«#Lfc. S^«Srfi&ftS#* (10 0ml) ICS 
JDU ^dd^A (10 0ml) "CttttiUfc. *T^JI 

.V^^7A^-7h^77>f- (YMCltSUC- 
2 0 0K, 3 0g f SKxf/u : ^fy=i : 8 
-1:4) TtMU *JB<0gW{fc£* (1. 0 8g, 
8 6%) 4rjRfe2SW^n LT»fc. 
'H-N. M. R. (CDC1 3 , 270MHz) 6 =7. 63 (d, 2H, J=8. 2Hz) , 
7.56(d, 2H, J=8.2Hz), 6. 86-6. 80 (m, 3H), 5. 19 (s, 2 
H), 4. 14 (q, 2H, J=7.3Hz), 3. 93-3. 85 (m, 1H), 3.87 
(s, 3H), 3.56(dq, 1H, J=14. 0, 6.9Hz), 3.28(dq, 1H, 

J=14.0, 6.9Hz), 2. 91-2. 88 (m, 2H), 1.22(t, 3H, J= 
7.3Hz), l.lKt, 3H, J=6.9Hz) 

[004 7] [®£3] 2-^h^ri/-3- [4~/ 

/U**i/7=.-/U] -fusOmo&tfL [ft 2 3] 
[0 0 4 8] 
[ft2 3] 




[0 0 4 9] EUS2Xftbti1txx7A'# (5 3 4m 
g, 1 . 3mmo 1 ) Sr^i^y— jv (10ml) 



Lfc 0 SMfcT2N-*BMM-hy $J*&®m (1. 3 
ml) Srfti*., 1 2«rlB«#Lfc. E&a££«ff»*8 
U 38JEI:* "(5 0ml) «r3SO*.3fe*lC, 1 N-^iC 
T@£ttftLfc 0 B»ftSrS»3i^/u (5 0ml) rttffl 

ttBEftttU *H<OifiMbg« (4 6 2mg, 9 2%) 

jB^=107-109 < t 

X H-N. M. R. (CDCI3, 270MHz) 6 =7. 62 (d, 2H, J=8. 2Hz) , 
7.56(d, 2H, J=8.2Hz), 6. 86-6. 78 (m, 3H), 5. 19 (s, 2 
H). 3.99(dd, 1H. J=4.0, 7.6Hz), 3.88(s, 3H), 3.54 
(dq, 1H, J=6.9, 14Hz), 3.35(dq, 1H, J=6. 9, 14. OH 
z), 3.02(dd f 1H, J=4.0, 14.0Hz), 2.89(dd, 1H, J=7. 
6, 14.0Hz), 1. 10 (t, 3H, J=6.9Hz) 
[0 0 50] [gUfe«2] 3- [3- (2-N- (-< 
W^ J fV—/V-2-^)\d - 2 - N - ^ J-JVT % J 

x7>\'**c*s) -4 y**yy zc~>\,~\ - 2-^ 

^o/^8^)ilt:«*ft^ft2 5 [ft2 5] 

[KJ&i] 3- [3- (2-N- (rOV**^/- 

-4-^ h^^7i^] -2-xf^^7 P P^^ 
jh^vIol^tvKP'&J* [ft 2 4 ] 

[0 0 5 1 ] 

[ft2 4] 



I 

[0 0 5 2] 2-^h^r->-3- (3-tKn^>-4 
h^ri/y'^n/U) :/nA*>gfc3:?vUx*^7U (1. 
02g, 3. 80mmol) , 2-N- (^y/^-tf- 
y-^-2— T/W) -2-N-^^T */:n*/ — yV 

(7 30mg, 3. 80mmol) % h!)7xx/V^^ 
7j> (1. 99g, 7. 6 0mmol) ^^7^> 
*)\s#>Wt ifx.7jux.a7n' (1. 3 2g, 7. 6 0 
mmo 1) §rffift^^U^ (3 0ml) IC*#U £fi 
(CT2ftWa#b^. S^^dd^A (7 0m 
1) "CtRL, »*«i^^*^?A|:Tft» 

- (Me r c ktfcj&C-3 0 0fB^p p a, 60g, 
^/l-:^^V=2 : 3) TfitKU *H<0@tt{fr&» 
(8 5 0mg, 5 0%) SrJSfeaWS/ciy^fcUrl* 

*H-N. M. R. (CDCI3, 270MHz) 6=7.35(d, 1H, J=7.9Hz), 
7.25(d, 1H, J=7.9Hz), 7. 15(t, 1H, J=7.9Hz). 7.00 
(t, 1H, J=7.9Hz), 6. 82-6. 74 (m, 3H), 4.29(t, 2H,J= 
7.9Hz), 4. 15(q, 2H, J=7.3Hz), 4.01-3.92(m, 3H) f 3. 
75and3.36(2s, each3H), 3. 61-3. 55(m, 1H), 3.36-3.28 
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(m, 1H), 2.91(d, 2H, J=7.3Hz), 1. 21andl. 13(2t, eac 
h 3H, J=7. 3Hz) 

[0 0 5 3] [R*2] 3- [3- (2-N- 
Vir*W—fr-2-4;v) - 2 - N - ^ 
fyl^^S/) -4 h^-f/y^/U] - 2-^ h^rv 
^n/<V»©-&J* [ft 2 5] 

[0 0 5 4] 

[ft2 5] 




[0 0 5 5] KJ£1 -e# fehfcai^'ryuft (7 5 0m 
g, 1. 6 9mmo 1) fc3:*/-/y (1 5ml) fCjg 

&m (5 8 0mg, 8 3%) «rfifefcftfcLT»fc. 
14^=152-154^ 

l H-N.M.R. (CDC1 3,270MHz) 6=7.36(d, 1H, J=7.9Hz), 7. 
25(d, 1H, J=7.9Hz), 7. 16(t, 1H, J=7. 9Hz), 7.02(t, 
1H, J=7.9Hz), 6.91(d, 1H, J=1.6Hz), 6. 85-6. 77 (m, 2 
H), 4. 38-4. 33 (m, 2H), 4.08(t, 1H, J=5.6Hz), 4.10- 
3.95(m, 1H), 3. 83-3. 75 (m, 1H), 3. 79and3. 30 (2s, eac 
h 3H). 3. 69-3. 63 (m, 1H), 3. 52-3. 47 (m, 1H), 3.04(d, 

2H, J=5.6Hz), 1.22(t, 3H, J=7. 3Hz) 

[0 0 5 6] [SI16«3] 3- [3- (3- (4-T 
tf;U-3-t Kp^i/-2-^nf;l/7xy^i/) ~f 

*'<>Wt0&tft : 9imt&to3 1 [ft 2 7] 
[EJSl] 3- [3- (3- (4-Tir^U-3-fc 
Ko^>- 2-^0^7^/^^) T'n^^v') -4 
h^7i^] - 2 -a: Y**s-?vs<>&^*f-jV 
^*v-/U(D<£rf& [ft 2 6] 

[0 0 5 7] 
[ft2 6] 



o 




[00 5 8] 2 -3i h^rv-- 3 - (3-t Kn^>-4 
h*»>7xs ,v) -fv/^sWi^jVx-TsT-fV (3 0 
Omg, 1. 1 lmmo 1) SrDMF (1 Oml) Idg? 
»U 3- (4-7W-3-tKD^>-2-yn 
tf/U^y^vO T'nfcTA'r/n^-f F (2 7 Omg, 
0. 8 5 7mmo 1 ) *JJ:t;«»* U £A (13 8m 
g, Immol) SrlD*., 9 Ot:^T 3 ftlB«#*:1?o 
fco SteiK** (5 0ml) fcftiJDU ^m^iv (l 
0 0ml) -CttfflUfco #«)■«:* (50ml) \ZX 3 



JSfcttSri'JJ XV/l'XyJxf u-?h 9*77 4 — (Merc 
k|tKC-3 0 0ftU 60g, ftK^/U:^* 
y=2 : 3) "CflMU &®0@ttft^<fe (2 6 0m 
g, 6 0%) ^Mg^Pyy^LTft 
1 H-N. M. R. (CDC1 3 , 270MHz) 6=7.59(d, 1H, J=8.9Hz), 
6. 84-6. 72 (m, 3H), 6.48(d, 1H, J=8.9Hz), 4.28-4.13 
(m, 6H), 3.95(t, 1H, J=6.0Hz), 3.82(s, 3H), 3.70- 
3.50(m, 1H), 3.40-3.30(m, 1H), 2.92(d, 2H, J=6. OH 
z), 2.62(t, 2H, J=7.0Hz), 2.56(s, 3H), 2.34(t, 2H, 
J=7.0Hz), 1.60-1.45(m, 2H), 1. 25-1. 10 (m, 6H), 0.92 
(t, 3H, J=7.0Hz) 

[00 5 9] [SJES2] 3- [3- (3- (4-T 

n/tf^» -4 -J b*i/y^=>/l'] -2-31 h^i/? 
vs<>Wt<D&& [ft 2 7] 

[0 0 6 0] 

[ft2 7] 



0 




[0 0 6 1 1 KK1 1*ftbtl1t*XT/lfa (2 5 0m 
g, 0. 50mmol) ^THF (6ml) , *$J — 
(2ml) Oml) tcS#U TK^ftU^ 

?A • lTKfU^ (1 0 5mg, 2. 5mmo 1) 

fc 0 ^«*SW£T3l*m*#U mmmm&mms 

^Lftm^s 7K (5 0ml) SrJlD*., 1 N— iggfefCTBS 
ttftLfc«^, RS^t^ (10 0ml) TittftSrtt 
ttityto W8Ul£iiffi8«U (2 5 

Omg, 100%) Sr6fe»6tU»fc, 
Bb^iil~ii3 e C 

X H-N.M.R. (CDCl 3i 270MHz) 6=7.58(d, 1H, J=8.9Hz), 
6.84-6.72(10, 3H), 6.48(d, 1H, J=8.9Hz), 4.28-4.13 
(m, 6H), 3.95(t, 1H, J=6.0Hz), 3.82(s, 3H), 3.70- 
3.50(m, 1H), 3. 40-3. 30 (m, 1H), 2.92(d, 2H, J=6.0H 
z), 2.62(t, 2H f J=7.0Hz), 2.56(s, 3H), 2.34(t, 2H, 
J=7.0Hz), 1.60-1. 45 (m, 2H), 1. 25-1. 10 (m, 6H), 0.92 
(t, 3H, J=7.0Hz) 

[0 0 6 2] mMM4] 2-*h*is-Z- [4- 
> h^i/- 3 - (2- (5-^/U- 2-7^-/p^ 
/W-4-^/l^) ^h^) 7x^/V] yq/N e y® 
3 6 [ft2 9] 
[EfSl] 2-3ih^^-3- [4-yh=^>-3- 
(2- ( 5 - ^ 5vU- 2 - 7 :n ^/w^-^rf-y— /u- 4 - 
^/U) 3l}^» ^oinyv] yp/>VS^f/^^f;l/ 
(D&rfL [ft 2 8] 
[0 0 6 3] 
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Ut2 8) 




r 



[00 6 4] 2-^h^rv--3- (3-tKo*S/-4 
h^r^a^/U) ^n/^^^^/U^c^r/U (1. 
12g, 4. 17mmol) ^DMF (20ml) (Cjg 
gl x 2- (5-^f-/V-2-7x^;U*^/- 
4— O^) ;r^/ — /M ? yX/Uftls^XTfr (1. 
4 1g, 5mmol) ttt, 1 4 O^iCT 1 2 NfRMS 

fl^^ofco r*e«st* iioorai) ic&jnu mm 

(10 0ml) tfttffl UfCo WaS^TTK (100 
ml) lCT3[s]asi*U «*««^^*5/«>AtCTlt:* 

- (Me r c 0 0ffi^D D a, lOOg, SI 

: 3-1 : 2) tffifil, ^Mco 
Bttft-fr* (8 2 0mg, 4 3%) trfctfeSHS/n y* 1 

1 H-N. M. R. (CDC1 3 , 270MHz) 6=7.99(d, 2H, J=7.9Hz), 
7. 47-7. 39 (m, 3H), 6. 84-6. 72 (m, 3H9, 4.28(t, 2H, J= 
6.9Hz), 4. 16(q f 2H, J=6.9Hz), 3.95(t, 1H, J=7. 3H 
z), 3.83(s, 3H). 3. 64-3. 53 (m, 1H), 3. 39-3. 27 (m, 1 
H), 3.04(t, 2H, J=6.9Hz), 2.91(d, 2H, J=7.3Hz), 2. 
37(s, 3H), 1.22(t, 3H, J=6.9Hz), 1. 15(t, 3H, J=6. 9 
Hz) 

[0 0 6 5] [KJ52] 2-^h*i/-3- [4-* 
h^rV-3- (2- (5-^^-2-7zc^/^^f- 

/w-4-*Ov) ^h^>» y*.~)v\ yn^yi 
Mb 2 9] 
[0 0 6 6] 
[<L2 9] 

[0 0 6 7] SlSl-e»e>*i^^^l^ (8 2 0m 
g, 1. 8 1mmol) &mtkffll<OBLJ&3kmWi\Z%k 
1U (4 10mg, 5 3%) 

ffi^=90-93t: 

l H-N. M. R. (CDC1 3> 270MHz) 6 =8. 00-7. 96 (m, 2H) , 7. 48- 
7.44(m, 3H), 7.04(s, 1H), 6. 83-6. 80 (m, 2H), 4.33 
(t f 2H, J=8.5Hz), 4. 14(t, 1H, J-5.9Hz) f 3.86(s, 3 
H). 3.71-3.62(m, 1H). 3.57(m, 1H), 3. 13-2.87(m, 4 
H). 2.36(s. 3H), 1.24(t, 3H, J=6. 9Hz) 
[00 6 8] [HS0O5] 2-^h*i/-3- [3- 
(2-N- (4- h V 7A»*xi*3-jfl*<lfV4M T 



<D^$L lit 3 3] 

[RflSl] 3- [3- (2-N-tert-^h^ri/ 
^/u^-^T ^ y^^/V^-^v/) - 4 h^S^n:- 
/u] 2-31 h*i'7x*'* % s#=-?-A>=>X7-/i'<D&tfL [it 
3 0] 

[0 0 6 9] 
Ift3 0] 



[0 0 70] 2-^h^ri/-3- (3-tKo^>-4 
h*^?:*— AO T'n^^V^^/^^x/l- (1. 
12g, 4. 17mmol) t N - t e r t zf h 

2-T^y^^y— ^ (1. 23g, 7. 6 
Ommol) fcfflV^THJ6«2 0>Rf&l tia«l:teiU 
t, *ao|ft<k^* (1. 3g, 8 3%) £*£feglE 

'H-N. M. R. (CDCI3, 270MHz) 6 =6. 84-6. 78 (m, 3H), 5. 22 
(bs, 1H), 4.18(q, 2H, J=7.3Hz), 4.05(bt, 2H. J=6.0 
Hz), 3.96(t, 1H, J=7.3Hz), 3.85(s, 3H), 3.64-3.50 
(id, 3H), 3. 40-3. 32 (m, 1H9, 2.93(d, 2H t J=7.3Hz), 
1.45(s, 9H), 1.24(t f 3H, J-7.3Hz), 1. 17 (t, 3H, J= 
7. 3Hz) 

[0 0 7 1] [RJfc 2 ] 3- [3- 

a ;->>M^/U3L*7' j)s(D'£>f& Ut3 l] 
[0 0 7 2] 
Mb 3 1] 

0 

«l 

[0 0 7 3] EL&\ X~nt>tl1Z*-'<*'( hfr (1. 0 
g, 2. 4 3mmo 1 ) * (12ml) \ZL& 

ft¥U 4N-I8mt^ (4ml) fcftliU 
T3W»Lt S«?««r* (100ml) IcfflbO 
U K*Sr*Pitri6StttLfeaic % ^d^a (1 

oomi) tcrttfflLfc. temmzm*imi-hi) 

50mg, 9 9%) ^IfeS^^oy^t LX^fCo 
[0 0 7 4] [£ffi3] 2-^h^>-3- [3- 
(2 ~N- (4-M)7;^n>f/V/<y^;i/) T ^ 

/^5vM-*'» -4 h^ri^ai-A'] yn/<yi 
xf/Ux^f/W^ [<b3 2] 
[0 0 7 5] 
[<t3 2] 
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i 

«i 

[0 0 7 6] 4- hi) (3 3 0 

mg, 1. 73mmol) &THF (5ml) {Cjgfi? 
U 1, 1 -#yu#^/wtr**< (2 8 1 m 

g, 1. 7 3mmol) 6 O'ClCT 2 0#MJ& 

(3 6 5mg, 1. Hrarnol) ^m'!J^ (1 
0ml) ^n^, gi&JCTl 2^m^Lfc 0 ®S#t£ 
MjEjg*§U *#bftfcge£lCzK (5 0ml) £*P;U ft 
B^/V (10 0ml) tCTft^fTofCo WlSrS 

/Ui;7A^o-7h^77^- (Mer.ckttSC-3 0 
0ffi^p° P , lOOg, S8xf;l/:A#ty=i : 3-* 
1 : 2) TfitSiU «HOB«<t^ft (5 3 0mg, 9 
4%) SrJSfeSlWVny^t UT»fc Q 
1 H-N. M. R. (CDC1 3 , 270MHz) 6=7.92(d, 2H, J=8.6Hz), 
7.70(d, 2H, J=8. 6Hz), 7. 13 (bs, 1H), 6. 90-6. 80 (m, 3 
H). 4.22-4. 14 (m, 4H), 3.96(t, 1H, J=7.3Hz), 3.90- 
3.80(m, 2H), 3.82(s, 3H), 3. 66-3. 55 (m, 1H), 3.39- 
3.29(m, 1H), 2.93(d, 2H, J=7.3Hz), 1.24(t, 3H, J= 
7.0Hz), 1. 16(t, 3H, J=7.0Hz) 

[0 0 7 7] [KJS4] 2-*h#*>-3- [3- 

(2-N- (4-^17**0^^^/^) T ^ 
/3Lf*JS,tt*/) -4 b^ri/7x-/V] ^n/^Vg? 
[ft 3 3] 

[0 0 7 8] 

Ht3 3] 

1 

[0 0 7 9] EJCS^Wfefrfc:*^/^ (5 2 0m 

g) &mfom\omfoz imcuu 

^*(4 9 2mg, 10 0%) ^SfeS^o$/7 P tl 
T*§fc 0 1 H-N. M. R. (CDCI3, 270MHz) 6=7.92(d, 2H, J= 
7.9Hz), 7.70(d f 2H, J-7.9Hz), 7. 12 (bt, 1H, J=5. 3H 
z), 6. 88-6. 80 (m, 3H), 4.21(t f 2H, J=5.3Hz), 4.06(d 
d, 1H, J=4.7, 6.9Hz), 3.81(s, 3H), 3. 84-3. 80 (m, 2 
H), 3. 74-3. 42 (m, 2H), 3.06(dd, 1H, J=4. 7, 14.2Hz), 
2.96(dd, 1H, J=6.9, 14.2Hz), 1. 19(t, 3H, J=6. 9Hz) 
[0 0 8 0] [H16«6] 2-^ h*f-3- [3- 
(2 -N- (5, h^i/^yft7x^-2 

-y-ou) r^/^yv^v) -4-/ b**>7=~ 

/V] ^o^e<0^:«^t^ft4 6 [ft 3 5] 
[££l] 2 -31 h^fi/- 3- [3- (2-N- 




(5, 6-^K^m7xy-2-;>f/l/) 
y^A'^v') -4-/ Y*i/7x.=>AS\ 
y& xfyH^f/KO^jJ [ft 3 4] 
[0 0 8 1 ] 
[ft3 4] 



H,C V» l 

[0 0 8 2] 5, 6-*J* h*i<"<>*S l ?*7*l'-2 
-^y8(4 17mg, 1. 75mmol) tMM 
^l5^2T}IWc7^* (3 6 5mg, 1. 1 

7mmoi) srffl^r, mmm 5 oris 3 1 ir*£«h 

LX % aB<OBttft-&» (5 4 0mg, 8 7%) 

l H-N.M.R. (CDCl 3 ,270MHz) 6=7.67(s, 1H), 7.25(s, 1 
H), 7.20(s, 1H), 6. 92-6. 84 (m, 3H), 4. 22-4. 14 (ra, 3 
H), 3. 99-3. 90 (m, 2H), 3. 97, 3. 98and3. 87 (3s, each 3 
H), 3. 87-3. 81 (m, 2H), 3. 66-3. 55 (m, 1H), 3.40-3.29 
(ro, 1H), 2.93(d, 2H,J=7.3Hz), 1.24(t, 3H, J=6. 9H 
z), 1. 16 (t, 3H, J=6.9Hz) 
[0 0 8 3] [EJS2] 2-^ h^-3- [3- 
(2 -N- (5, 6-^K^ym7xy-2 

/U] 7u [ft 3 5] 
[0 0 84] 
Ift3 5] 



S 0H 

V 

[0 0 8 5] Riftl Tt'&hfltz^y-frfr (5 2 0m 
g, 0. 9 8mmol) *SMfc« 1 <DR& 3 tra«^*& 
1U ajBOBttft-&» (4 8 0mg, 9 7%) £££ 

X H-N.M.R. (CDCI3, 270MHz) 6=7.69(s, 1H), 7.23(s, 1 
H), 7. 18 (s, 1H), 7.03(bt, 1H, J=5.3Hz), 6.88-6.79 
(m, 3H), 5.70(bs, 1H), 4.20(t, 2H, J=5.3Hz), 4.06 
(dd, 1H, J=4.9, 6.9Hz), 3. 96, 3. 93and3. 84 (3s, each 
3H), 3. 85-3. 80 (m, 2h), 3. 68-3. 57 (m, 1H), 3.51-3.40 
(m, 1H). 3.05(dd, 1H, J=4. 9, 14.1Hz), 2.97(dd, 1H, 
J=6.9, 14. 1Hz), 1. 19(t, 3H, J=6. 9Hz) 
[00 8 6] [HUMS 7] 2-^h*^~3- [3- 
(N— (4 - h V 7^o^/^>^/V) %/W<*4 

/M - 4 -y h^V-^ai^/U] 7*0/^8^ 

*:«*ftd*4 7 [ft3 9] 

[E£l] 3- [3- (tert -7 h^rvofc/W?- 
/Mfvl^*^) -4 Y**sy*~AS\ - 2 b 
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[0 0 8 7] 
[ft3 6] 



[00 8 81 2-^b^r->-3- (3-tKP^>-4 
h^rv^^xvU) yn/^V^oi^/Pai^-T 1 ^ (1. 
0 g, 3. 7 3mmo 1 ) ^D^Sft e r t ^fvW 
a^TVU (1. 4 6 g, 7. 46mmol) J&>bSU£0!l 
3tf>Kfcl tRKCttlU Si(0|^«9 (1.3 
4 g, 9 4%) £#fc 0 

A H-N. M. R. (CDC1 3) 270MHz) 6 =6. 82-6. 80 (m, 2H) , 6. 72 
(d, 1H. J=1.3Hz), 4.56(s, 2H), 4. 17(q, 2H, J=7. 2H 
z), 3.94(t, 1H, J=5.7Hz), 3.86(s, 3H), 3.62-3.56 
(m, 1H), 3. 36-3. 30 (m, 1H), 2.91(d, 2H, J=5.7Hz), 
1.48(s, 9H), 1.23(t,3H, J=7.2Hz), 1. 16(t, 3H, J=7. 
2Hz) 

[0 0 8 91 [EJS2] 3- [3- (*>X>i£*i,t3- 

us<>m x^x^r/VO^ [fb3 7] 
[0 0 9 01 
[«3 7l 




[ 0 0 9 1 1 1 "C» btifc^x^fyujt: ( 1 . 3 4 
g, 3. 5 2mmol) trIHkfl 5 <Dfc!& 2 & Riatl£& 
1U ttOBftft^fc (1. 15g, 10 0%) £M 

'H-N. M. R. (CDC1 3 , 270MHz) 6 =6. 94-6. 83 (m, 3H) , 4. 67 
(s, 2H), 4. 18(q, 2H, J=7.3Hz), 3.96(t, 1H, J=5.9H 
z). 3.88(s, 3H), 3. 66-3. 55 (m, 1H), 3. 40-3. 29 (m, 1 
H), 2. 93 (d, 2H, J=5.9Hz), 1.24(t, 3H, J=7.3Hz), 1. 
16 (t, 3H, J=7.3Hz) 
[££3] 2-^h*is- 3- [3- (N- (4-h 

#*[ft3 8] 
[0 0 9 2J 
[<fc3 8] 




[0 0 9 3] Kl£2-e#e>tLfc*/W#>'iWt: (6 0 0m 
g, 1. 8 3mmol) t 4 - h V y ;Viru J *?/l"<> 
^7^y (6 4 4mg, 3. 6 8 mm o 1 ) ZMMM 

5<D&j&3tffimztmi,s &m<DBmt&® (720 

mg, 8 1%) SrSfeaW^oy^tLT^o 
1 H-N. M. R. (CDCI3, 270MHz) 6=7.58(d, 2H, J=8.3Hz), 
7.52(bs, 1H), 7.38(d, 2H, J=8.3Hz), 6. 92-6. 86 (m, 2 
H), 6.78(d, 1H, J=8.2Hz), 4.60(s, 2H) f 4.59(d, 2H, 
J=7.9Hz), 4. 18 (q, 2H, J=7.3Hz), 3.95(t, 1H, J=7. 3 
Hz), 3.70(s, 3H),3.67-3.56(m, 1H), 3.39-3.28(10, 1 
H), 2.93(d, 2H, J=7.3Hz), 1.25(t, 3H, J=7.3Hz), 1. 
17 (t, 3H, J=7.3Hz) 
[0 0 9 4] [KJE4] 2-^ h^fv— 3- [3- 
(N — (4-hU7;>tn^f;U^y^) #/w<*-f 

[0 0 9 5] 
[ft3 9] 




[0 0 9 6] RfS3T»fe;fcfc:**7vW*: (7 2 0m 
g, 1. 4 7mmol) *Hlfc«' 1 ©Rjfc 3 fc PtitlCfe 
IU *H<0BKrffrg* (6 8 0rag, 10 0%) Sr*SI 

1 H-N. M. R. (CDC1 3 , 270MHz) 6=7.58(d, 2H, J=7.9Hz), 
7.54(bt, 1H, J=5.6Hz),7.37(d, 2H, J=7.9Hz), 6.90(d 
d, 1H, J=2.0 f 8.3Hz), 6.85(d, lh, J=2. 0Hz) , 6. 79 (d, 

1H, J=8.3Hz), 4.64(s, 2H), 4.57(d, 2H, J=5.6Hz), 
4.06(dd, 1H, J=4.6, 6.6Hz), 3.69(s ( 3H), 3.65-3.42 
(m, 2H), 3.05(dd, 1H, J-4. 6, 14. 0Hz), 2. 96 (dd, 1H, 
J=6.6, 14.0Hz), 1. 19 (t, 3H, J=6. 9Hz) 

[0 0 9 71 [H16«8] 3- (S-sOiP/U***/ 

-4 b*ri/y=i~;u) -2- (4-->ry y*/ * 

-2-*3-/^7us<yM(n&f$.:. [fl;4 2] 
[EJfcl] 3- (3 — t>*J/U**is-4~* h*is 
y^^)V) -2- (4->7/7xA-» - 3 - fc K 
u^rls- 2 -t^fr-fxi t^^gg xf/Ux^f/KO^ 
A C{k4 0] 
[0 0 9 8] 
[ffc4 0] 
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[0 0 9 9] Z-s<>i>JV**i/-4-t hdf-^yX 
T/l^fc K (3. 63g, 1 5mmo 1 ) t2~ (4- 
$/7V 7 z/n^V^ ^^Ao^^A' (3. 

5 9g, 1 8mmo i ) frbmnwi <o&j&i tmmc 
«lsu &m<onmk&#o (6. 06 g , 92%) &*& 

X H-N.M.R. (CDCI3, 270MHz) 6 =7. 52-7. 29 (in, 7H), 7.01- 
6.74(m f 5H), 5. 12 (s, 2H), 5.06(d, 0. 8H, J=3.7Hz), 
4.98(d, 0.2H, J=4.3Hz), 4.20-4. 15(m, 2H), 3.89(s, 
3H), 2.98-2.85(m, 1H), 1.32(s, 3H), 1. 18 (t, 3H, J= 
7. 3Hz) 

[0100] [KJCS2] 3- (3-^0-^/1-**^- 

[ft4 1] 
[0 10 1] 

Ht4 i] 




[0 1 0 2] RJSSl-r»6*LfcT/U3-^ft (6. 0 
g, 13. 6mmol) 1 t 

IU (2. lOg, 3 5%) 

l H-N. M. R. (CDC1 3 , 270MHz) 6 =7. 54-7. 25 (m, 7H) , 6. 84- 
6.74(m, 5H), 5. 13(s. 2H), 4. 13(q, 2H, J=6.9Hz), 3. 
88 (s, 3H), 3.23and3.04(2d, each lH t J=14.2Hz), 1.4 
0<s, 3H), 1. 16(t, 3H, J=6.9Hz) 

[0103] [EJ53] 3- (3— OitArtti/- 
4-* h^isy^-SU) -2- (4-i/7y7i;dr 
i>0 -2-^;^n^S [ffc4 2] 

[0 10 4] 

[ft4 2] 




[0 10 5] S^2-e#6ttfc^^^/K*: (7 1 0m 
g, 1. 5 9mmol) Z^MM 1 <D&1& 3 j^«jCl*Q. 



lit, SJB<DB«fls£W (510mg, 7 7%) 

l H-N. M R. (CDCr 3 , 270MHz) 6 =7. 51 (d, 2H, J=8. 9Hz) , 
7. 41-7. 28 (m, 5H), 6. 84-6. 74 (m, 5H), 5.70(bs, 1H), 
5. 14(s, 2H), 3.88(s, 3H), 3. 25and3. 07 (2d, each 1H, 
J=13.9Hz), 1.42(s, 3H) 

[0106] [£ttfl|9] 2- (4-^7/7*^ 
-3- [4-Xh*S/-3- (4-M)7/^p> 

[KJfcl] 2- {4-%/TS7 = J -3- (3 

vs<^®;^;y^**rw&$ l [ft 4 3] 
[0 10 7] 
[ft4 3] 




[0108] mmm 8 «oejc 2 -c^^tt^v^/^ 

(1. 3 8 g, 3. 1 Ommo 1) &^#S—;l> (3 0 
ml) JdjgfcU »JE**#B«TteT 1 (>%-✓*?$; 

(5 0%^tKp p d) (3 8 0mg) SrlDA., ft 

/^7^nv^77-f- (Me r c k|±S?C~30 
OffiSi&. 5 0g, |»xf;V:^ty=l : 3) T 
8?8i!U *JBoa«j{k^» (9 6 0mg, 8 7%) 

l H-N. M. R. (CDC1 3 , 270MHz) 6 =7. 53 (d, 2H, J=8. 9Hz) , 
6.89-6.66(m, 5H), 5.58(s, 1H), 4.20(q, 2H, J=7.2H 
z), 3.88(s, 3H), 3.25and3.09(2d, each 1H, J=13. 8H 
z), 1.51(s, 3H), 1. 19(t, 3H, J=7. 2Hz) 
[0109] [SIS 2] 2- (4-^7/7*;^ 
-3- [4-^ h*->-3- (4- hy7;^P^ 

XJy< >-^je. ^y^ac ^ ^ JW&fgL [f b 4 4 ] 
[0 110] 
[ft4 4] 



F 




g, 2mmol) i:4-MJ7/PtD^fMV^ 

K (7 1 7mg, 3mmo 1 ) £fflV^T, Hfe 
flSOBSlilPiaifcftlU *»OB«rffre* (9 7 
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Omg, 94%) *m&&Ws*y7b ITffco 
*H-N. M. R. (CDCI3, 270MHz) 6 =7. 62-7. 49 (m, 6H) , 6. 86- 
6.71(m, 5H), 5.17(s, 2H), 4. 13 (q, 2H, J=7.3Hz), 3. 
89(s, 3H), 3.23and3.06(2d, each 1H, J=13.9Hz), 1.4 
l(s, 3H), 1. 15 (t, 3H, J=7.3Hz) 
[0 112] [Kffi3] 2- (4-v/7/7xy^r 
*s) -3- [4-^ h*->- 3 - (4- hVy/ls*** 

p^VSW^ [ft 4 5] 
[0 1 13] 
[ft 4 5] 



[0 1 14] KJ£2^#fejh,fc^*T/W# (9 50m 
g, 1. 8 5mmol) *mW>M 1 3 £ NIRlcA 

St, £H<DB«{fr&«J (7 5 Omg, 8 4%) SrSfe 

1 H-N. M. R. (CDCI3, 270MHz) 6 =7. 66-7. 50 (m, 6H) , 6. 86- 
6.74(m, 5H), 6.40(bs, 1H), 5. 16(s, 2H), 3.88(s, 3 
H), 3.28and3.07(2d, each 1H, J=13.Hz), 1.42(s, 3H) 

[0115] immmi o] 3- [a-s^n**:/* 

PtVU7x;^» -2 -^^/^o^VggcD^ : m 
mt&%)4 9 [ft 4 8] 

[EJSl] 3- [3 - n^y^/V^^r^- 4 
h^ri/^oi^/U] -3-tKn^^-2- (4 — f V7 P 
nt:VW:7:r./^» -2 -^/K/u/*:/^ ^A-^ 
*7-JV<0&J& [ft 4 6] 

[0 1 16] 

[ft4 6] 




[0117] 2- (4— r y^ntr/i/7*y ^-^) 

/N'V^ ^/wai^^yu-d. Olg, 4. 3mmo 
1) t3-^P^yf/Vt^>-4-> h^r^yX 
r/^t K (1. 1 4 g, 5. 2mmo 1 ) &^TH 

mm i ©em? 1 1 mtKtcjos tt, ^»z> b smis** 

(8 0 3mg, 42%) «r*fltfi*>n y zft LT#fc„ 
*H-N. M. R. (CDC1 3> 90MHz) 6 =7. 14-6. 91 (m, 3H) , 7. 01 
(s, 1H), 6. 91-6. 75 (m, 3H), 6.74(d, 1H, J=8.8Hz), 
5. 12-5. 02(m, 1H), 4. 90-4. 62 (m, 1H), 4.22(q, 1H,J= 
7. 4, Hz), 3.84(s, 3H), 3. 16-2. 69(m, 1H), 2.03-1.42 



(m, 8H), 1.36-1. 10(m, 12H) 

[0 118] [SIS 2] 3- tZ-i/fu^sf-fi,* 
*i/-4-y h=¥^7x=-VU] -2- U-^yT'Df 

lit 4 7] 
[0 119] 
lft4 7] 




[0 12 0] Kl6l-e»e>nfcT^3-/i'«: (4 0 0m 
g, 0. 8 8mmol) SrHlfiW l(7)Kl£ 2 tra«^*Q. 
IU *)B<&ittft'&tt (3 5 3mg, 9 1%) 

1 H-N. M. R. (CDC1 3 , 90MHz) 6 =7. 12-7. 01 (m, 2H), 6. 99 
(s, 1H), 6. 99-662 (m, 4H), 4. 76-4. 65 (m, 1H)» 4.21 
(q, 2H, J=7. 1Hz), 3.82(s, 3H), 3. 30and3. 05 (2d, eac 
h 1H, J=14Hz), 2. 83 (quintet, 1H, J=6. 8Hz)., 2.03-1. 
48(m, 8H), 1.38(s, 3H), 1.23(t, 3H, J=7. 1Hz), 1.20 
(d, 6H, J=6.8Hz) 
[0121] [EJ6 3] 3- 

^>-4->h^>7x^;U] -2- {4-4V-fv\£ 
;V7x.;**s) -2-^f;v7"p^y»^ [ft4 
8] 

[0122] 

[ft4 8l 




[0123] 1 -C»fe*lfc3:*7vWfr (318m 
g, 0. 7 2mmol) 1 <DBU& 3 t 

IU £H<0B«Hfr&* (3 1 9mg, 1 0 0%) Sr«6 

*H-N. M. R. (CDC1 3 , 90MHz) 6 =7. 22-7. 04 (m, 2H) , 7.01- 
6.66(m, 4H), 6.88(s, 1H), 4. 82-4. 61 (m, 1H), 3.83 
(s, 3H), 3.31and3. 14(2d, each 1H, J=15Hz), 2.86(qu 
intet, 1H. J=7.1Hz), 2.03-1.48(m, 8H), 1.43(s, 3 
H), 1.21(d, 6H, J=7. 1Hz) 
[0 124] [Klfeffll] PPARo^5<tt;PPAR 
y T bfi&Offtffi (in vitro) 

-HKS; (1) •C/T*JiS**Wfk^P P ARS*» 

PPARaT^-^ hfStts PPARv7i^F^S 



-17- 



1) bhPPARa, yft*^^f:;^7x7 

It, BftOne-A^^jlyK, Sfctt, Two-W 
[0 12 5] 8ftWl*6?HfC*)5Ga 1 4H&CO 
^S^*-*— t? (TK) :/n*-*-<D$ETfc:/i'2' 

7*9— tfae^ due) zboi'tf-f-y'yx^ 

KitT, pGL2~UAS5-TK-luc^Kl 

[0 12 6] -J-Jfetofc, TKyn^-^tOpRL 
-TK (fg P p p£, ^o^No. E2 24 

1) tlffltLt, 

5' 1/5 4-*— (EJ»*1) : 5* — GCTAGATC 
T (CG ACGG AGTACTGTCCTCCG AGC 
T) x 2 CGAGGCCCCGCCC AGC GT 
CTTGTC-3\ 

(EM#»2) : 5' — TTAAGCTT 
CTGCGGCACGCTGTTGACGCTGTTA 
AGCGGGTCGCTGCAGGG-3' 
^V^TUAS % 2 mflfe 9 iS LfcaV/N^*— EH0T 
SlCTKyo^^- (-10 5/+5 1) Sr=i— K+ 
SDNAK^SrPCRfCiOflMi, Xho I-Hi nd 
III T«pGL2-Bas ic vector 

(fgp p p£, Pr omega ^o^No. E164 
1) <0^:>7*5— ¥«3SaC^O±at(-ffi«i-5Xh 
oI-Hindll ittffittlJfALpGL 2-UAS 2 
-TK-lucSftfc, Wc, Ga 1 4 JS^EM* 3® 
»9iKLfcai^-9— B«0**DNA (Ey»J**3) : 
S'-ATTGGTAC (CG ACGG AGT AC TG 
TCCTCCGAGCT) x 3 AG AT C T CG AC£ 
KpnltBgl 1 KW^pGL2-UAS2-T 
K-lucCOKpnI-Bgll l»fi|:#AUpG 
L2-UAS5-TK- 1 u c£f£§i!Lfc 0 

[0 12 7] SiGa 1 4i6©DNA^^«*0*^ 

#*^*ai:ttrt58*t hPPARaSfctt, v§ 

pSG5 (jgp p p£, STRATAGENEtt, Xtv? 
No. 2 1 6 20 1) ^S$M^^-i:U^n^ 

[0 1281 Gal4I6(DDNA»^«, lfS^ 

e>i 4 7#a*-eor5y»Eyy«T3-Ki-SDNAT 
aict h p p ar o * fctt v y 

SG5 0§p p p£) ^n^-^-.xy^yf-f«(D 
T«U:#ALfco -©B»atfe*^ 5a**#*rtli: 
JBfr*-^ fcFPPARaSfelirSSftoJ^K 



g^Ito7^/»liSV-4 0T-an t i g e 
n S^^frV^VK AlaProLysLysL 
ysArgLysValGly (IE?IJ§^4) £121" 3 
J:5 4DNAEWt Ufc„ 

[0 129] thPPARa4fcli7g*#©!I^K 
tt-&««fc UTfflV^fc«JKlfirf-»5>r4, R. Mukh 
erjeeb (J. Steroid Biochem. 
Molec. Biol. , Vol. 51, P157 (1 
9 9 4) #M) , M. E. Gr een^ (Gene 
Expression. , Vol. 4, P281 (19 

95) mm) i:B«ShfcthPPAR 

t hPPARa J#yKJI*«« : Se r 167 -Ty r 

468 

t hPPARy!I^K||«m : Se r 176 -Ty r 

478 

(fc hPPARy lg»fts kFPPARv2§t#-C 
USe r 2 ° 4 -Ty r 506 \Z& S U £< mC«XEMT 
) *3-Kt5DNAS:«fflLfc c *fc, g#IE 

PPARy^KS 
ailSmtfcGa 1 4Ig(ODNAfiim 1« 
B^fel 4 7#S<OT S y&E?IJtSV-4 OT-a n 
t i g e n(0g[^>^t;WSr3-Kt5DNA4 

[0 130] 2) thPPARa*fclir$«*tf 

tfco i-4fc*>, ^-<y3efe3E>r-^«ift (dme 

M) IC^rilifctt (I n t e r g e ntt, #*n^N 
o. 1 0 2 0-90) »gSlO%M5J:9lCtt 
U S 5)l:»*ft5 OU/m 1 (O^i/!) VGt 5 0 ^ 
g/m 1 <D$mx V\s7Y^4is>*t\l7Llt&mZ-X y 
5%K8tff** v 3 7tt?«*Lfc. 

[0 13 1] h7^7x^^ 3 y^lKBfc, ttHfiSv* 
i?)2 4^3i^u-h^l. 5xl0 5 cells/w 
e 1 HfSLT&t, L i po f e c t AMINE (i§ 
p° a *. GIBCOBRLtt, #*n^No. 2 6 3 0 0 
-6 1) &&RLXb7^xy 3 L?isa>&ft<z>tL 0 *T 
&fr*>, 1 ^yi/fcfctK 4 0/2 l(Z)iiM*Opt 
i-MEM 0Sc p p£, G I BCOBRL, #*p^N 
o. 3 1 9 8 5-0 7 0) ICI/^-^^^ K10 
Ong, Gal4-PPARM^^-12. 5n 
g, W^yh^p-^tTOpRL-TK (jgp p p 
£) 200ng, ^-ryTDNAMtpGEM-SZ 
f (+) (& n n«, ya^^lt, #*n^No. P22 
7 1) 2 8 7. 5 n g t L i p o f e c t AM 1 NE 

0§p p p£, GIBCOBRLtt, tf^n^No. 26 3 
00-61) 2. 6m 1 170. 2/zl 

COO p t i -MEM (fgp^ife) «rJP;i % PBS (P h o 
sphate Buffered Sa 1 ine) tO 
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p t i -MEM GSd°d£) T*i5fe^Lfc±IS»IC^ADU 

DMEM-1 0%Sftfe$ h^^fea^JIfejejiLW 
(f§d r d£, HyClone, SH3 0 0 

6 8. 0 3) ICg&U 3 7t-C2 4l§n«» % *fflj§&£ 

[0 13 2] PPARaT^ hffitt^BBLTtt, P 
P A R a U*tl:/l'i/7* 7 -fi6fW|5*S: 
JStt"C#a»tt*tflRft**Wy-l 4, 6 4 3 (C e 1 
1, Vol. 83, P813 (1995). J. Bio 

I. Chem. , Vol. 270, P12953 (19 
95), Proc. Natl. Acad. Sci. US 
A, Vol. 94, P4312 (1997), J. Bi 
o 1 . Chem. , Vol. 272, P3406 (19 
9 7) #1) 1 0/iMtt^©;^>7x7- t??£tt«rl 
0 0 tLtzb%<D*%Wik&%}0. 1, 1. 0, 10m 
M«an«rO«j#}Stt«r* 1 [Si] iC7j*Lfco 

[0 133] PPAR77^ b^BBLTtt, PPA 

■C^iMM^P ioglitazone (Ce 

II, Vol. 8 3, P803 (1 99 5), J. Bi 
ol. Chem. , Vol. 270, P12953 (1 
9 9 5) #fiS) 1 uMmm^isy ^y~1?fe&£ 1 0 
0a»'W^«l0. 1, 1. 0, IOmMR 

[0 13 4] 
.1*1] 

« 1. 



PPARo7=r~*)*fiH£ 







0.1 nM 


1 mM 


10 jiM 


£J&m (2) 


0.2 


0.2 


5.8 


mrnwz (25) 


0.2 


3.8 


12.4 


£16014 (36) 


17.3 


22.0 


21.7 


^1£«8 (1) 


0.1 


0.1 


0.1 


£JfeM9 (8) 


O.i 


0.2 


21.0 



NT=Not Ifested 



[0 13 5] 
[^2] 

£2. 







0.1 mM 


1 *M 


10 iiM 


nt&toi (2) 


13.1 


81.1 


91.9 


Hffi«2 (25) 


0.9 


3.6 


67.9 


3SJ6fl4 (36) 


64.9 


90.2 


83.7 


(1) 


8.5 


60.4 


98.9 


?a&ft9 (8) 


54.7 


107.0 


95.4 



NT=Not Tested 



[0136] [Kft0i2] j>*v >mm\z.tzm 
© o h tn f a twm-tz&tL&it&mwtet 



SflUHOffttlOfc (in vitro) -jR5t ( 1 ) "C 

[0137] 3T3-L1 JffiKttllS-eo-f 9 >$iJS5[ 

[0 13 8] BP*>, v->73T3-L imM&mS& (* 
(DMEM) l:SSL2 45t37-yy3-h 

r«o 0 i t Lit) % %t&&#itmm%m ( 1 o%4* 

i^lfelfS. 0 . 5 mM3 - i sobuty 1-1-met 
hyl — xanthine, 0. 25nMdexame 
thasone, 1 /i g/m y^tfDME 
M) *cX*UT4 0«FR|«F«i;fc. »ftR*2 0lTl 
0 0 /o4*JEihtf, l/ig/mW>7yy^DME 
MIC«F»£*U $Mfc»*4 0IT-1 0%*teiML», 
5 0 n g/m 1 y ^Sr-&tfDMEMI^«f»SflftU 

7 0IC 1 0%4*J£lfilfS, 50ng/mU^!l 
>\ 5ng/ml hTNFa^tfDMEMi:«^t: 
£ft&«^L#*Ufc. **Wft^*ttDMSOlC«« 
Lfc«, dmso<&»*£j&*o. i%t«*J:5**c 

Tte, =^V^ ^SS±CO/c^^J&iC^T5 0 

U/ml^>!)yG, 5 O/i g/m I fiftS?* 

w^fctsiou ^^37^, 5%mwt$x*-cft 

ftofc. »ft«S»l 1 0 B£lrift0lHKrlfc< i^Tlg 
Jfc£ 2%4 1 Jkt»T/K/^ V (BSA) Sr^tfDMEMJg 
J*lc£*U 4 BfPfligit Lfc, »»Srl**U 0. 1% 
BSA, 1 8 0 mg / 1 ^3-7fe4bK r e b s - 
Ringer buffer (1. 2 mM KH 2 P 
0 4 , 4. 7mM KCU 1 1 8 mM NaCK 2 
5mM NaHC0 3 . 2. 5mM C a C 1 2 , pH 
7. 4) VMm&9£&l>tz&s 0. 1%BSA > 180 
0. 5ng/mW^!)y^ 
tfK rebs— Ringer buffer^rl ^m/U 
3 0 0m 18MIDU 3 7TC, 5%K»^*-C3 

/P=3-^Sg|i^=3-^C I I^*h!7=3- (fnftfcfi 
HxmrJH) fc±oTj»£Ufc. (10 m 

m) <Di£& (hTNF am&m&'o&*mi<D#fott 

ffl tt»tt*tBMfr&* (P ioglitazone 1 
OmM) OSttSr 1 0 0 it urft»«-c*^ Lfc„ *o 
eSSrI3 [*3] tc^fo 
[0 13 9] 
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[&3] 

S3 







sum i (2) 


99 


2 (25) 


86 


£Jfcfll3 (31) 


101 


4 (36) 


126 


SOfefl 5 (44) 


48 


6 (46) 


0 


&mm 7 (47) 


46 


Hffifll 8 (l) ■ 


101 


nmw 9 (8) 


90 


Hffifcl 1 (49) 


74 



[ o iW "Mma 3 ] mmm*T ^ ^ ist 

f^lfc (in vivo) 

Streptozotocine (STZ) 1 §itf 
0*^U7, 5j1^) l:STZ120mg/kg« 



ftlS^U 3 0@OiS1^3OOmg/dl^jgWc 

U 10 10, 1 0 BRg&P&^LTto f*ifclie@lc 

S^^SJ^Lfco ffi> 0. 5%CMC*MffiW4:fi4 
Lfct¥£ttf£»£U £fctf:t^ !) * yytiilcWi 

(»*«a6x* (ft) ) £/B^T3?J£Lfc 0 £l¥<D/<7 

4] (OT:-r o 
[0 14 1] 
1^4] 



*4. 















(mg/kg) 


(10 


<*) 


(%) 




100 


14 


46 


49 




100 


16 


41 


16 




30 


4 


47 


28 


StHXB 


100 


19 


68 


33 




100 


12 


47 


13 




30 


3 


-13 


13 




300 


4 


39 


55 



-) } x 1 0 0 
[0 14 3] 



(51) Int. CI. 7 »JIB^ F I f-w-K (#%) 

A 6 IK 31/381 A 6 IK 31/381 

31/423 31/423 

A 6 1 P 1/00 A 6 1 P 1/00 

1/04 1/04 

1/16 1/16 

3/06 3/06 

3/10 3/10 

7/00 7/00 

9/10 9/10 

10 1 10 1 

11/00 11/00 

11/06 11/06 

29/00 29/00 
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31/06 

" 31/18 

35/00 
37/00 
37/08 

C 0 7 C 69/734 

217/18 

233/69 

235/06 

255/54 
C 0 7 D 263/32 

263/58 

333/70 

(72) *M 

r F^m^smm^ii44#ja E.mt^w^ 
^*3fcBm*»ii44#jfi 

(72) Site 

=p^m^Jimm^ii44#% z^fb^^: 
(72)^^# ^Ba mm 



31/06 
31/18 
35/00 
37/00 
37/08 

C 0 7 C 69/734 B 

217/18 

233/69 

235/06 

255/54 
C 0 7 D 263/32 

263/58 

333/70 



t y~-J*\w^) 4C056 AA01 


AB01 


AC02 


AD01 


AD03 


AE02 


AE03 


AF06 


BA03 


BA08 


CA24 










4C086 BB03 


BC69 


BC70 


MA01 


MA04 


NA14 


ZA36 


ZA45 


ZA51 


ZA59 


ZA66 


ZA75 


ZB02 


ZB05 


ZB07 


ZB11 


ZB13 


ZB15 


ZB26 


ZB33 


ZB35 


ZB38 


ZC33 


ZC35 


ZC42 


ZC55 










4C206 AA01 


AA02 


AA03 


DA21 


DB21 


DB43 


GA06 


GA07 


GA22 


GA26 


HAH 


MA01 


MA04 


NA14 


ZA36 


ZA45 


ZA51 


ZA59 


ZA66 


ZA75 


ZB02 


ZB05 


ZB07 


ZB11 


ZB13 


ZB15 


ZB26 


ZB33 


ZB35 


ZB38 


ZC33 


ZC35 


ZC42 


ZC55 




4H006 AA01 


AA03 


AB20 


AB22 


AB23 


AB27 


AB29 


BJ50 


BM10 


BM71 


BP30 


BR30 


BS10 


BT12 


BU32 


RA06 
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